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DETAILED ACTION 

Election/Restrictions 

Applicant's election of Group I, claims 1-45, drawn to a non-naturally occurring BAFF-R 
glycoprotein, nucleic acid encoding the same, and methods of use in the reply filed on 24 July 
2008 is acknowledged. Because applicant did not distinctly and specifically point out the 
supposed errors in the restriction requirement, the election has been treated as an election 
without traverse (MPEP § 818.03(a)). 

Claims 46-47 are withdrawn from further consideration pursuant to 37 CFR 1.142(b) as 
being drawn to a nonelected invention, there being no allowable generic or linking claim. 
Election was made without traverse in the reply filed on 24 July 2008. 

Claims 1-45 are under consideration in the instant application. 

Claim Objections 

1. Claims 1-16, 19, 24-35, 39-40, 42-45 are objected to because of the following 
informalities: 

2. Claims 1-16,19, 24-34, 39-40, 44-45 use the acronym "BAFF-R" and "BAFF" without 
first defining what they represent in the independent claims. While the claims can reference 
acronyms, the material presented by the acronym must be clearly set forth at the first use of the 
acronym. 

3. In claim 13, line 2, the phrase "as set out" should be deleted. Also, at the end of line 3, 
the term "and" should be deleted. 

4. In claim 14, lines 1 and 2, the term "an" should be amended to recite "the" since there 
can only one amino acid at that particular position. 
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5. In claim 15, lines 1 and 2, the term "an" should be amended to recite "the" since there 
can only one amino acid at that particular position. 

6. In claim 16, line 4, the phrase "amino acid" should be amended to recite "amino acids". 

7. In claim 3 1 , line 2, the phrase "amino acids substitutions" should be amended to recite 
"amino acid substitutions". 

8. In claim 35, parts (a)-(f), the word "from" should be deleted. 

9. Applicant is advised that should claim 42 be found allowable, claim 43 will be objected 
to under 37 CFR 1.75 as being a substantial duplicate thereof. When two claims in an 
application are duplicates or else are so close in content that they both cover the same thing, 
despite a slight difference in wording, it is proper after allowing one claim to object to the other 
as being a substantial duplicate of the allowed claim. See MPEP § 706.03(k). 

Appropriate correction is required. 

Claim Rejections - 35 USC § 112, second paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

10. Claims 6-8, 25-45 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

1 1 . Claims 6-8 recite the limitation " . . .glycoprotein of claim 5, wherein the deletion. . . " in 
line 1 . There is insufficient antecedent basis for this limitation in the claims. It is noted that 
claim 5 does not recite a deletion, rather claim 1 . 
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12. Claims 44-45 are indefinite because they recite the phrase "...having an apparent 
affinity. . . " in line 1 . It is not clear if the glycoprotein has an affinity for BAFF or not. (Please 
note that this issue could be overcome by amending the claims to recite, for example, "...having 
an affinity...".) 

13. Claims 25-45 are indefinite because claim 25, line 1 recites the phrase ". . .substantially as 
set out from amino acid 13 to amino acid 43 . . .". It is not clear what amino acid sequence this 
limitation encompasses. The metes and bounds of the claims cannot be determined by one 
skilled in the art. 

14. Claims 12-18, 20, 22-24, 32, 35, 37-38 are indefinite because the elements recited in 
claims 12, 20, 32, and 35 do not constitute proper Markush groups. See MPEP § 2173.05(h). 
(Please note that this issue could be overcome by amending claim 12, line 2 to recite for 
example, " . . .polypeptide having an amino acid sequence selected from the group 
comprising...".) 

15. Claims 29-3 1 are indefinite because it is not clear what amino acid sequence these claims 
are referring to. For instance, claims 29-3 1 depend from claim 25 which recites a first 
polypeptide sequence and a second polypeptide sequence. However, claims 29-3 1 do not 
indicate which they are referring to. (Please note that this issue could be overcome by amending 
the claims to recite, for example, ". . .The BAFF-R fusion polypeptide of claim 25, wherein the 
first polypeptide comprises...".) 



Claim Rejections - 35 USC § 112, first paragraph 

The following is a quotation of the first paragraph of 35 U.S. C. 112: 
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The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

16. Claims 23-32, 34, 37-38, 40-43, and 45 are rejected under 35 U.S.C. 1 12, first paragraph, 
because the specification, while being enabling for a BAFF-R fusion protein comprising a first 
polypeptide comprising the amino acid sequence from amino acid 13 (or 14) to amino acid 43 of 
SEQ ID NO: 1, does not reasonably provide enablement for a BAFF-R fusion polypeptide 
comprising a first polypeptide comprising an amino acid sequence substantially as set out from 
amino acid 13 (or 14) to amino acid 43 of SEQ ID NO: 1. Also, the specification while being 
enabling for an isolated host cell, a composition comprising the nucleic acid encoding the BAFF- 
R glycoprotein, and a method for treating an autoimmune disorder characterized by an elevated 
BAFF level comprising administering the claimed polypeptides does not reasonably provide 
enablement for a host cell, a pharmaceutical composition comprising the nucleic acid encoding 
the BAFF-R glycoprotein, and a method for treating an immunological disorder. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the invention commensurate in scope with these claims. 

Claim 23 is directed to a host cell comprising a nucleic acid. Claim 25 is directed to a 
BAFF-R fusion polypeptide comprising (a) a first polypeptide comprising an amino acid 
sequence substantially as set out from amino acid 13 to amino acid 43 or amino acids 14 to 43 of 
SEQ ID NO: 1 fused to (b) a second amino acid sequence comprising at least a portion of an 
immunoglobulin constant region, and optionally (c) a linker joining the first and the second 
sequences, wherein the BAFF-R fusion polypeptide does not include amino acid 50 to amino 
acid 56 of SEQ ID NO: 1 . Claim 28 recites that the first polypeptide of the fusion polypeptide 
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comprises an amino acid sequence from amino acid 8 to amino acid 49 of SEQ ID NO: 1. Claim 
29 recites that the fusion polypeptide comprises an amino acid sequence substantially identical to 
SEQ ID NO: 1 from amino acid 13 to amino acid 43. Claim 30 recites that the fusion 
polypeptide comprises an amino acid sequence substantially identical to SEQ ID NO: 1 from 
amino acid 14 to amino acid 43. Claim 32 recites that the first polypeptide of the BAFF-R 
fusion polypeptide comprises various amino acid fragments. Claim 34 recites a nucleic acid 
encoding a BAFF-R fusion polypeptide. Claims 40-41 recite a pharmaceutical composition. 
Claims 42 and 43 recite a method for treating an immunological disorder comprising 
administering a therapeutically effective amount of a BAFF-R fusion polypeptide or nucleic acid 
to a patient in need of treatment, thereby treating the immunological disorder, 
(i) The specification of the instant application teaches the term "BAFF-R" refers to mutant 
or wild-type human BAFF receptor and variants thereof (page 12, [0045]). Claims 25-32, 34, 
37-38, 40, 42-43, and 45 recite the phrase ". . .an amino acid sequence. . ." and thus, are broadly 
interpreted by the Examiner as reading upon: (i) first polypeptide variants with any number of 
deletions, substitutions, or additions and (ii) fragments of SEQ ID NO: 1 (smaller than amino 
acids 13 to 43, amino acids 14 to 43, and amino acids 14 to 49), including sequences only 2 
amino acids in length. However, the specification does not teach any variant, fragment, or 
derivative of the BAFF-R fusion polypeptide other than the moieties listed in Table 1 at page 3 1 . 
The specification clearly teaches that residues P44-A49 of the first polypeptide of the BAFF-R 
fusion are required for proper ligand binding (page 30). The specification also teaches that the 
N-terminal deletion hBAFF-R(A14-A72):Fc retains BAFF binding ability while hBAFF-R(C20- 
A72):Fc does not. It is also noted that the BAFF-R fusion polypeptide of claims 25-32, 34, 37- 
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38, 40, 42-43, and 45 does not have any particular activity limitations. Thus, undue 
experimentation would be required of the skilled artisan to generate the large number of BAFF-R 
fusion polypeptide derivatives recited in the claims. 

Additionally, the problem of predicting protein and DNA structure from sequence data 
and in turn utilizing predicted structural determinations to ascertain functional aspects of the 
protein and DNA is extremely complex. While it is known that many amino acid substitutions 
are generally possible in any given protein the positions within the protein's sequence where such 
amino acid substitutions can be made with a reasonable expectation of success are limited. As 
demonstrated by the instant specification, certain positions in the sequence are critical to the 
protein's structure/function relationship, e.g. such as various sites or regions directly involved in 
binding, activity and in providing the correct three-dimensional spatial orientation of binding and 
active sites. These or other regions may also be critical determinants of antigenicity. These 
regions can tolerate only relatively conservative substitutions or no substitutions (see Wells, 
1990, Biochemistry 29:8509-8517; Ngo et al., 1994, The Protein Folding Problem and Tertiary 
Structure Prediction, pp. 492-495). 

(ii) The Examiner has interpreted claims 23, 24, and 38 as reading upon isolated host cells, as 
well as host cells in the context of host cells intended for gene therapy. Claims 41-43 (a 
pharmaceutical composition and methods of administration) have also been interpreted by the 
Examiner as reading upon treatment of a disease in an animal with a BAFF-R nucleic acid 
molecule. The specification of the instant application teaches that diseases and disorders that are 
characterized by increased levels or biological activity of BAFF may be treated with therapeutics 
that antagonize BAFF or BAFF-R activity and include administering to subject a nucleic acid 
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encoding ABAFF-R or a ABAFF polypeptide (page 24, lines 2-6). However, the specification 
does not teach any methods or working examples that indicate a ABAFF-R nucleic acid is 
introduced and expressed in a cell for therapeutic purposes. The disclosure in the specification is 
merely an invitation to the artisan to use the current invention as a starting point for further 
experimentation. For example, the specification does not teach what type of vector would 
introduce the ABAFF-R nucleic acid into the cell or in what quantity and duration. Relevant 
literature teaches that since 1990, about 3500 patients have been treated via gene therapy and 
although some evidence of gene transfer has been seen, it has generally been inadequate for a 
meaningful clinical response (Phillips, A., J Pharm Pharmacology 53: 1 169-1 174, 2001; 
abstract). Additionally, the major challenge to gene therapy is to deliver DNA to the target 
tissues and to transport it to the cell nucleus to enable the required protein to be expressed 
(Phillips, A.; pg 1 170, U 1). Phillips also states that the problem with gene therapy is two-fold: 
1) a system must designed to deliver DNA to a specific target and to prevent degradation within 
the body, and 2) an expression system must be built into the DNA construct to allow the target 
cell to express the protein at therapeutic levels for the desired length of time (pg 1 170, ]f 1). 
Therefore, undue experimentation would be required of the skilled artisan to introduce and 
express a ABAFF-R nucleic acid into the cell of an organism. Additionally, gene therapy is 
unpredictable and complex wherein one skilled in the art may not necessarily be able to 
introduce and express a ABAFF-R nucleic acid in the cell of an organism or be able to produce a 
ABAFF-R protein in that cell. (Please note that this issue could be overcome in part by 
amending claims 23, 24, and 38 to recite, for example, "An isolated host cell. . ."). 
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(iii) Regarding claims 42-43, the specification teaches that the term "immunological disorder" 
refers to disorders and conditions in which an immune response is aberrant (page 14, [0050]). 
Thus, the phrase "immunological disease" in the claims is interpreted by the Examiner to be 
broad, in that it encompasses any and all immunological diseases or disorders. The specification 
lists examples of disorders that can be treated, such as rheumatoid arthritis, asthma, psoriasis, 
diabetes, multiple sclerosis, B cell cancers, demylinating disorders, indirect T cell immune 
response, etc. (page 14, [0050]). However, the state of the art at the time the instant invention 
was made teaches that BAFF-R is a target for autoimmune disorders that that have an elevated 
BAFF level , such as systemic lupus erythematosus and rheumatoid arthritis (see for example, 
Kalled et la. Expert Opin Ther Targets 7(1): 1 15-123, 2003; see page 115; page 1 17-120;; Tange 
et al. Seminars Immunol 18: 305-317, 2006; page 310-31 1). Undue experimentation would be 
required of the skilled artisan to administer the BAFF-R glycoprotein and nucleic acid to 
individuals with all possible immunological disorders and diseases and treat the disorder or 
disease. One skilled in the art would also not be able to predict from the relevant references 
cited above and the in vivo B cell experiment of the instant specification (Example 8, pages 40- 
42) that the BAFF-R glycoprotein and nucleic acid would be able to treat all possible 
immunological disorders. 

Due to the large quantity of experimentation necessary to (1) generate the large number 
of derivatives recited in the claims, (2) to introduce and express a ABAFF-R nucleic acid in a cell 
of an organism for therapy, and (3) treat all possible immunological disorders; the lack of 
direction/guidance presented in the specification regarding how to introduce a ABAFF-R nucleic 
acid in the cell of an organism to be able produce that ABAFF-R, the absence of working 
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examples directed to same, the complex nature of the invention, the state of the prior art which 
establishes the unpredictability of transferring genes into an organism's cells, and the breadth of 
the claims which fail to recite any functional limitations, any cell type limitations, or any specific 
diseases, undue experimentation would be required of the skilled artisan to make and/or use the 
claimed invention in its full scope. 
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Conclusion 

No claims are allowable. 

The art made of record and not relied upon is considered pertinent to applicant's 
disclosure: 

Schneider et al. Immunol Lett 88: 57-62, 2003 (review of BAFF and its involvement in 
the regulation of B cell survival) 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bridget E. Bunncr whose telephone number is (571) 272-0881. 
The examiner can normally be reached on 8:30-4:30 M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath Rao can be reached on (571) 272-0939. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Art Unit 1647 
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/Bridget E Bunner/ 

Primary Examiner, Art Unit 1647 



